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, which predicted that model Nai peptide 1 adopted a type II´ β-turn conformation in which the aromatic side chain χ 1 torsion angle was oriented in a gauche (-) conformation ( Figure 1 ).
Aromatic residues are abundant at the central positions of turn conformations of naturally occurring bioactive peptides, such as somatostatin [6] . Constrained mimics of aryl amino acids that adopt turn conformations may thus offer interesting potential for studying structure-activity relationships [7] . Arylation of the Nai 5-position is thus being studied to provide rigidified aryl and heteroarylalanine residues for turn mimicry.
Results and Discussion
Palladium catalyzed arylation was performed in solution on a protected Nai analog to functionalize the 5-position. For example, employing Nai dipeptide 2 [1] , the palladium-catalyzed arylation with 4-iodophenyl-4-methylbenzenesulfonate gave 5-aryl Nai dipeptide 3 in 86% yield ( Figure 2 ). In the interest of studying the conformation of the 5-aryl Nai residue, efforts are now being pursued to incorporate Nai dipeptide 3 into model peptides as a constrained aza-tyrosine surrogate. Moreover, the scope of the palladium-catalyzed arylation will be explored to assess its tolerance to different functionalities on both the alkene and aryl iodine. tert-Butyl (2R)-2-{3-[(diphenylmethylidene)amino]-5-methyl-2-oxo-2,3-dihydro-1H-imidazol-1-yl}-3-phenylpropanoate (1 eq., 67 mg, 0.14 mmol, prepared according to reference 8), 4-iodophenyl 4-methylbenzene-1-sulfonate (3 eq., 156 mg, 0.42 mmol, prepared according to reference 9), sodium acetate (3 eq., 34 mg, 0.42 mmol) and palladium acetate (10 mol%, 3 mg, 0.014 mmol) were dissolved in degassed DMSO (1 mL) in a pressure vessel. The vessel was purged with argon, heated to 80°C, and stirred overnight, when complete reaction was observed by TLC (disappearance of starting material, Rf 0.45, 30% EtOAc/Hexanes). The reaction mixture was partitioned between DCM (10 mL) and a mixture of brine (8 mL) and 5% citric acid (2 mL). The phases were separated and the organic layer was washed with brine (3x5 mL). The combined organic phases were dried over magnesium sulfate, filtered and evaporated to a residue that was purified by column chromatography on silica gel using 15-30% EtOAc in hexanes as eluent. Evaporation of the collected fractions gave 5-aryl Nai 
